Figure S1. Comparison of the solution structures of mdCR4/5 with hCR4/5 and secondary structure of hCR4/5. (A) Comparison of P6 structures of mdTR (left, this study) and of hTR (right, PDB ID: 1Z31 (27)). The conserved bulges (U182 of mdCR4/5 C262 of hCR4/5) are highlighted in red. The non-native residues in hCR4/5 P6a-P6b are colored in gray. (B) Comparison of P6.1 loop structures of mdCR4/5 (Top, this study) with wild type hCR4/5 (middle, PDB ID: 1OQ0 (58)) and pseudo-U(Y) modified hCR4/5 (bottom, PDB ID: 2KYE (32)). Nucleotides are colored by type (U: green, C: red, G: blue). (C) Secondary structure of fulllength hCR4/5 domain. The 100% phylogenetically conserved nucleotides in vertebrate TR are colored in red. 2 A. B.
. Identification of divalent metal ion binding sites in mdCR4/5. (A) Mg 2+ ion titration shown in the overlaid 2D 1 H-13 C HSQC spectra in the C8H8 and C6H6 chemical shift region. The spectra are extended to C2H2 chemical shift region for adenine residues. The metal concentrations and corresponding color codes are the same as in Figure 5 . (B) The 2D 1 H-13 C HSQC spectra are taken before (red) and after (blue) adding 40µM of Mn 2+ ions. The crosspeaks for Mn 2+ binding residues are broadened out. (C) Chemical shift perturbation measured for the C8H8 and C6H6 residues upon titration of mdCR4/5 with Mg 2+ using an equation, !""# = (!1! !!" ) ! + (!13! !!" /5.98) ! . 
